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The ubiquitin-proteasome pathway (UPP) of protein degradation has many roles in synaptic
plasticity that underlies memory.Work on both invertebrate and vertebrate model systems
has shown that the UPP regulates numerous substrates critical for synaptic plasticity. Initial
research took a global view of ubiquitin-protein degradation in neurons. Subsequently, the
idea of local protein degradation was proposed a decade ago. In this review, we focus
on the functions of the UPP in long-term synaptic plasticity and discuss the accumulated
evidence in support of the idea that the components of the UPP often have disparate local
roles in different neuronal compartments rather than a single cell-wide function.
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Many years of research on synaptic plasticity using various model
systems, from slugs and ﬂies to mammals, has yielded a wealth of
information on mechanisms that underlie both short- and long-
term synaptic plasticity (Kandel and Schwartz, 1982; Belvin and
Yin, 1997; Mayford, 2007; Walters and Moroz, 2009; Abrams,
2012). It is now generally accepted that short-term synaptic
plasticity requires modiﬁcation, usually by phosphorylation, of
pre-existing proteins. Long-term plasticity, however, requires
gene transcription and translation of newly transcribed mRNAs
(Hernandez and Abel, 2008; Sossin, 2008; Katche et al., 2013).
Research over the last couple of decades has revealed another
major mechanism with roles in both short- and long-term synap-
tic plasticity: protein degradation by the ubiquitin-proteasome
pathway (UPP; Hegde, 2010; Fioravante and Byrne, 2011; Jarome
and Helmstetter, 2013).
Previously one of us proposed a role for local proteolysis by
the UPP in synaptic plasticity (Hegde, 2004). The gist of this the-
ory is that proteolysis by the UPP performs disparate functions
in different parts of the neuron. Since then, investigations on
different model systems have obtained evidence to support the
function of local proteolysis. The idea has gained acceptance by
other researchers as well (Segref and Hoppe, 2009). In the nervous
system, to achieve synapse-speciﬁc effects, proteolysis needs to be
spatially restricted. Therefore, local protein degradation is likely
to be critical during development of synaptic connections as well
as synaptic plasticity in adult organisms.
How might local protein degradation be achieved in neurons?
A simple way would be to restrict the protein substrate or the
enzymes of the UPP to a subcellular location. For example, pro-
teins whose expression is largely restricted to the synapses could
be locally degraded because all the requisite UPP components
are present at the synapse. In addition, substrates can be made
susceptible (or resistant) to ubiquitination by locally controlled
phosphorylation in neurons. Likewise ubiquitin ligases can be
activated or inactivated locally by phosphorylation or other post-
translational modiﬁcations (e.g., conjugation of ubiquitin-like
protein Nedd8 to Cul1 that activates SCF ligases; Osaka et al.,
2000; Lyapina et al., 2001) can be locally controlled as well
(Hegde and Upadhya, 2007; Hegde, 2010). Moreover, speciﬁc
E3 ligases can also be sequestered to speciﬁc cellular compart-
ments (Tsai et al., 2012; Ichimura et al., 2013). Experimental
evidence has been obtained for some of these possibilities. Evi-
dence gathered over recent years indicates that proteasome activity
is differentially regulated in different neuronal compartments
as well. A few examples of local roles of ubiquitination and
those of the proteasome in neuronal compartments are discussed
below.
ROLES FOR LOCAL UBIQUITINATION AND
DEUBIQUITINATION
As described previously, the speciﬁcity of ubiquitination is largely
controlled at the level of E3 ubiquitin ligases (Glickman and
Ciechanover, 2002). The speciﬁcity of ubiquitination could also
be regulated at the level of E2s because E2s are diverse and
many unique E2–E3 combinations can be generated (Glickman
and Ciechanover, 2002; Hegde, 2010). Several studies show evi-
dence for local roles of E2s and E3s as well as for deubiquitinating
enzymes (DUBs) during development of synaptic connections.
E2s
In Drosophila, an E2 called ubcD1 controls dendritic pruning
where local degradation appears to be critical. In this insect, most
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of the larval neurons die during metamorphosis, except for a
cluster of peripheral sensory neurons named class IV dendritic
arborization (C4da) neurons which survive to adulthood (Kuo
et al., 2005). These neurons extensively remodel their dendrites by
completely degrading the old arborization and by growing a new
elaborate set of dendrites. During the remodeling of dendrites,
axons are kept intact. Hence the molecular processes have to be
spatially restricted. It was found that perturbations of the UPP by
overexpression of an exogenous DUB called UBP2 from yeast, or
mutations in E1 or a 19S proteasome subunit disrupted dendritic
pruning. Subsequent studies identiﬁed the essential role of ubcD1
in this process (Kuo et al., 2006). Mutations in ubcD1 led to a
blockade of dendritic pruning and retention of larval dendrites in
C4da neurons. Based on additional experiments it was inferred
that ubcD1 targets Drosophila inhibitor of apoptosis 1 (DIAP1)
an E3 ubiquitin ligase. DIAP1 is required for degradation of a
caspase called Dronc. Therefore, degradation of DIAP1 enables
activation of the Dronc caspase locally in dendrites. Because the
Dronc caspase is critical for severing dendrites of C4da neurons,
restricted dendritic activation of this caspase allows preservation
of C4da neurons while removing their dendrites (Kuo et al., 2005,
2006).
E3s
A genetic screen for isolating mutants that enhance synaptic
growth at the Drosophila neuromuscular junction revealed that
a loss-of-function mutation in a gene called highwire (hiw) causes
a substantial increase in number of synapses. The protein product
of the hiw gene contains a RING ﬁnger domain which is a key part
of some ubiquitin ligases (Wan et al., 2000).
Subsequent work carried out on the Caenorhabditis elegans
homolog of the hiw gene called RPM-1 showed that the ligase
functions to regulate presynaptic differentiation. RPM-1 protein
is localized to the periactive zone, a presynaptic region excluded
from the active zone and synaptic vesicles. RPM-1 combines with
an F-box protein called FSN-1 and C. elegans homologs of SKP1
andCullin to formanSCF-likeubiquitin ligase complex. The local-
ized functionof this ubiquitin ligase in theperiactive zone is critical
for presynaptic differentiation in C. elegans (Liao et al., 2004). The
downstream target of RPM-1 in C. elegans is a MAP kinase kinase
kinase (MAPKKK) called delta-like homolog 1 (DLK-1) which is
also localized to the periactive zone like RPM-1. Inactivation of
the DLK-1 cascade suppresses RPM-1 loss-of- function pheno-
types whereas DLK-1 overexpression causes synaptic aberrations
similar to the ones seen with RPM-1 mutations (Nakata et al.,
2005). In Drosophila, the downstream target of hiw is a MAPKKK
encoded by a gene called wallenda (Collins et al., 2006). Although
the downstream effectors of DLK-1 and wallenda proteins are dif-
ferent, attenuation of the signaling mediated by these proteins
inhibits synaptic growth in similar ways (Fulga and Van, 2008).
In vertebrates, a homolog of hiw called Phr1 regulates develop-
ment of neuronal connections. Studies usingmicewith amutation
in the Phr1 gene (a mutation called Magellan), which lacks the
C-terminal ligase domain, revealed that the Phr1 protein is local-
ized to axon shaft and is largely excluded from growth cones and
distal processes. The substrate of Phr1 is most likely DLK in mice
as well. Distribution of DLK is non-overlapping with that of Phr1;
DLK is present in growth cones with only low levels in axon shaft
(Lewcock et al., 2007).
Local regulation of other E3 ligases has also been reported. For
example, in hermaphrodite-speciﬁc motor neurons of C. elegans,
an SCF ligase containing the protein SKR-1 and an F-box protein
called SEL-10 mediates developmental elimination of synapses.
A synaptic adhesion molecule called SYG-1 binds to SKR-1 and
blocks the assemblage of the SCF complex which protects the
nearby synapses (Ding et al., 2007). In vertebrates, the ligase
anaphase promoting complex containing the substrate-binding
protein Cdh1 curtails axonal growth when it is nuclear, but when
it is cytosolic it promotes dendrite growth without affecting axons
(Kim et al., 2009). Another ligase KLHL20-Cullin 3 promotes
neurotrophin-induced neurite outgrowth by targeting RhoGEF
for proteolysis (Lin et al., 2011).
DEUBIQUITINATING ENZYMES
Ubiquitination can be reversed by removal of the attached ubiq-
uitin molecules by DUBs. Thus DUBs provide important negative
regulation of protein degradation. Like ligases, DUBs can act
locally to reverse ubiquitination. A search for molecules that reg-
ulate the size and strength of synapses in Drosophila found that a
DUB encoded by the fat facets (faf) gene functions in synapse for-
mation. During development of the Drosophila nervous system,
faf overexpression leads to overgrowth of synapses and disruption
of synaptic transmission. A similar phenotype is observed when
a yeast DUB is expressed in the fruit ﬂy CNS (DiAntonio et al.,
2001).
Deubiquitinating enzymes also have a local synaptic role in
mammals. A DUB called Usp14 is essential for synaptic devel-
opment and function in mouse neuromuscular junctions. The
role for Usp14 in the nervous system was originally discovered
through studies on mice with the ataxia (axj) mutation, a reces-
sivemutation characterized by severe tremors, hind limb paralysis,
and postnatal lethality (Wilson et al., 2002). The axj gene encodes
Usp14 the protein product of which associates with the protea-
some and is believed to help disassemble polyubiquitin chains
and recycle ubiquitin thus maintaining ubiquitin levels in the cell.
Accordingly, loss of Usp14 results in reduced ubiquitin levels in
many tissues of the axj mice including the brain (Anderson et al.,
2005). Themotor defects of the axj micewere rescued and viability
was restored with transgenic Usp14 suggesting that Usp14 deﬁ-
ciency is the cause of neurological defects in thesemice (Crimmins
et al., 2006). Subsequent studies demonstrated that in Usp14-
deﬁcient axj mice ubiquitin loss occurred in the spinal cord and
sciatic nerve. Biochemically, the majority of the loss was found to
occur in synaptosomal fractions indicating that Usp14 at synaptic
sites was critical. Loss of Usp14 caused presynaptic defects such
as poor arborization of motor nerve terminals, and transgenic
expression of Usp14 rescued these defects. Thus it appears that
local Usp14 function is critical for maintaining ubiquitin levels
and hence protein degradation at the synapse (Chen et al., 2009).
LOCAL ROLES OF THE PROTEASOME IN SYNAPTIC
PLASTICITY
Recently it has become clear that the proteasome is not the same
in terms of its activity and function throughout the neuron.
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This realization came from attempts to resolve conﬂicting results
obtained with proteasome inhibitors on long-term facilitation
(LTF) in Aplysia. Initially, proteasome inhibitors were found to
block induction of LTF (Chain et al., 1999). Later studies on LTF,
however, showed that when the active form of lactacystin, clasto-
lactacystin β-lactone (hence forth referred to as β-lactone), was
applied in the culture medium to sensory-motor neuron synapses,
this resulted in enhanced LTF and an increase in neurite outgrowth
in isolated sensory neuron (Zhao et al., 2003). The results on
enhanced neurite elongation are consistent with those obtained
in PC12 and Neuro2A cells in which lactacystin induces neurite
outgrowth (Fenteany et al., 1994). The discrepancies between these
results can be resolved by hypothesizing that the proteasome has
different roles in different cellular compartments (Hegde, 2004).
In a given neuron, the proteasome is likely to carry out dissimi-
lar tasks in various subcellular compartments resulting in distinct
physiological outcomes at separate neuronal locales. Thus, block-
ing discrete roles of the proteasome during induction of memory
would lead to distinctive and even opposite effects on synaptic
strength. For example, the proteasome degrades transcription
repressors. Proteolytic removal of transcription repressors should
enable transcription activators to induce gene expression and con-
sequent development of LTF. If the proteasome is inhibited only
in the nucleus before the repressors are degraded, gene expression
and hence induction of LTF should be blocked. Degradation of the
CREB repressor CREB1b by the UPP in response to LTF-inducing
protocols (Upadhya et al., 2004) supports this idea. In contrast, if
the proteasome is inhibited at the synapse causing accumulation
of LTF-inducing proteins, LTF should be augmented. As postu-
lated earlier, transcription is necessary during induction of LTF
(or other forms of plasticity underlying long-term memory) for
supplying mRNAs for synthesis of proteins that turn over rapidly
in the early stages of memory formation (Hegde, 2004). Blocking
the degradation of such proteins should cause long-term mem-
ory to form without transcription. Consistent with this notion, it
was found that proteasome inhibitor-induced synaptic strength-
ening depends on translation but not transcription (Zhao et al.,
2003).
Results from direct measurement of proteasome activity also
support differential function of the proteasome in distinct neu-
ronal compartments. Proteasome activity in the synaptic terminals
is much higher compared to that in the nucleus in Aplysia
nervous system as well as the mouse brain. Furthermore, the
synaptic and nuclear proteasome activities are differentially reg-
ulated by protein kinases with a key role in synaptic plasticity
such as PKA, PKC, and MAP kinase (Upadhya et al., 2006).
Recently others have found that CaMKII can stimulate protea-
some activity in cultured hippocampal neurons (Djakovic et al.,
2009).
As discussed above, differential proteasome activity in the
invertebrate Aplysia might explain conﬂicting results obtained in
different studies. Does the idea of proteasomal activity affecting
synaptic plasticity differentially hold true for vertebrates? It has
been observed that the proteasome has differential roles during the
induction and maintenance parts of late-phase long-term poten-
tiation (L-LTP) in the murine hippocampus (Dong et al., 2008),
which is discussed in detail in the next section.
The proteasome has been shown to be dynamically and locally
regulated at the dendrites in cultured rat hippocampal neurons.
In response to NMDA receptor activation proteasome was found
to be redistributed from dendritic shafts to synaptic spines. What
is the mechanism of redistribution of the proteasome? Neuronal
activity increased the entry of the proteasome into dendritic shafts
only to a small extent but drastically reduced their exit. In addi-
tion, proteasome was found to be sequestered persistently in the
spines through association with cytoskeleton (Bingol and Schu-
man, 2006). Later investigations showed that a protein called
NAC1, which is induced by psychostimulants, modulates the
recruitment of the proteasome into the dendritic spines (Shen
et al., 2007). Much of the evidence from these studies, however,
was on the catalytic 20S core of the proteasome. Thus, it is not
clear whether recruitment of the full 26S proteasome complex that
degrades polyubiquitinated proteins is also regulated by NAC1. A
recent study has suggested that the CaMKIIα subunit acts as a
scaffold for the proteasome (Bingol et al., 2010). It is not clear how
or if the functions of NAC1 and CaMKIIα relate to each other in
sequestering the proteasome. Local proteolysis by the proteasome
also has been shown to be critical for regulating spine outgrowth
(Hamilton et al., 2012).
It is also likely that the proteasome operates locally to regulate
other molecular processes required for synaptic plasticity such as
translation of mRNA. For instance, proteasome is known to regu-
late fragileXmental retardationprotein (FMRP),whichmodulates
translation of a subset of mRNAs in dendrites. Moreover, protea-
somal regulation of FMRP is required for metabotropic glutamate
receptor-dependent LTD (Hou et al., 2006).
DISPARATE LOCAL ROLES OF THE PROTEASOME IN DENDRITES AND
THE NUCLEUS: OPPOSITE CONSEQUENCES FOR INDUCTION AND
MAINTENANCE OF L-LTP
Investigations on hippocampal L-LTP showed that the proteasome
inhibitor application to hippocampal slices prior to induction of
L-LTP caused an increase in the magnitude of the early, induc-
tion phase but an inhibition of the late, maintenance phase
(Dong et al., 2008). What is the basis of these differential effects
of the proteasome on phases of L-LTP? The enhancement of
the early part of L-LTP (referred to as Ep-L-LTP for conve-
nience) by the proteasome inhibitor β-lactone is blocked by prior
application of the translation inhibitor anisomycin but not by
a transcription inhibitor actinomycin D. The increase in Ep-L-
LTP caused by β-lactone is also prevented by prior application of
rapamycin which blocks signaling that controls translation of a
subset of mRNAs (Gingras et al., 2001). Moreover, Ep-L-LTP is
augmented by β-lactone in dendrites isolated from the cell body
by means of a surgical cut. These lines of evidence suggest that
proteasome inhibition enhances Ep-L-LTP by stabilizing proteins
locally translated from pre-existing mRNAs (Dong et al., 2008;
Figure 1A).
How does proteasome inhibition block maintenance of L-LTP?
The proteasome inhibitor β-lactone blocks maintenance of L-LTP
only if applied prior to induction of L-LTP but not if applied 2 h
after induction of L-LTP. Previous studies by others have estab-
lished that the critical time window for transcription required for
maintenance of L-LTP is 2 h (Nguyen et al., 1994). These results
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FIGURE 1 | Differential local roles of the proteasome in dendrites and
in the nucleus during L-LTP. (A) Proteasome Active: the proteasome in
dendrites is highly active, translational activators such as eIF4E are
degraded (broken green spheres) and protein substrates that positively
regulate L-LTP are degraded (broken spheres). Therefore extent of L-LTP is
limited and only normal L-LTP ensues. A retrograde signal is likely
transmitted to the nucleus. Proteasome aids transcription of genes by
degrading the CREB repressor ATF4 (broken squares in the nucleus) thus
allowing for normal L-LTP maintenance. Transcribed mRNAs (triangles) travel
to activated synapses. (B) Proteasome Inactive: when the proteasome is
inhibited (indicated by X marks on the proteasome), translational activators
are stabilized (intact green spheres) leading to increased protein synthesis
in dendrites. Also the newly synthesized proteins in dendrites are stabilized
(intact spheres) and L-LTP-inducing stimulation protocols dramatically
increase (upward arrow) the early part of L-LTP (Ep-L-LTP). Proteasome
inhibition obstructs CREB-mediated transcription by preventing the
degradation of transcription repressor ATF4 (intact squares in the nucleus).
Proteasome inhibition could also inhibit the generation of the retrograde
signal. Therefore, L-LTP is not maintained but decays (downward arrow).
Proteasome inhibition also causes failure of sustained translation because
of stabilization of translation repressors such as 4E-BP (intact red spheres)
which accumulate after induction of L-LTP thus contributing to blockade of
L-LTP maintenance. [Modiﬁed from Hegde (2010) and reprinted with
permission from Cold Spring Harbor Laboratory Press].
suggest that proteasome inhibition blocks maintenance of L-LTP
by inhibiting transcription. Additional molecular evidence sup-
ports this notion. Application of β-lactone to hippocampal slices
signiﬁcantly reduced induction of brain-derived neurotrophic fac-
tor (BDNF) mRNA by chemically induced LTP (cLTP) or L-LTP
induced by a theta-burst protocol (Dong et al., 2008). BDNF is
a CREB-inducible gene linked to maintenance of L-LTP (Barco
et al., 2005).
How might proteasome inhibition block transcription? One
possibility is that normally the UPP aids the degradation of tran-
scription repressors. Hence proteasome inhibition would result
in accumulation of these repressors thus blocking transcription.
Consistent with this concept, it was found that a CREB repres-
sor ATF4 is degraded by the UPP during cLTP and β-lactone
application to hippocampal slices prevents degradation of ATF4.
Furthermore,ATF4-ubiquitin conjugates accumulate during cLTP
when the proteasome is inhibited (Dong et al., 2008; Figure 1B).
These studies have also revealed the changing role of the protea-
some even in dendrites through progression of L-LTP. Application
of β-lactone to isolated dendrites also blocks maintenance of the
dendritic L-LTP (Dong et al., 2008). Under these conditions, there
is no supply of newly transcribed mRNA from the cell body.
Thus blockade of transcription by proteasome inhibition does not
explain this phenomenon. The most likely possibility is that pro-
teasome inhibition leads to a slow accumulation of translation
repressors in dendrites. Buildup of translation repressors would
also occur in the cell body which would hinder translation of
newly transcribed mRNAs. Thus late stages of translation in both
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dendrites and the cell body would be blocked by stabilization of
translation repressors by proteasome inhibition. In support of
this idea, confocal microscopy experiments at various time points
after L-LTP induction showed that proteasome inhibition causes
accumulation of translational activators eukaryotic initiation fac-
tors 4E (eIF4E) and eukaryotic elongation factor 1A (eEF1A) early
during L-LTP (Dong et al., 2014). Translational repressors such
as polyadenylate-binding protein interacting protein 2 (Paip2)
and eukaryotic initiation factor 4E-binding protein 2 (4E-BP2)
buildup at later stages of L-LTP in response to proteasome inhibi-
tion (Dong et al., 2014). Other negative regulators of translational
repressors such as Mov10 might be stabilized by proteasome inhi-
bition as well. For example, in cultured hippocampal neurons
Mov10, which inhibits translation of key plasticity-relatedmRNAs
such as that of CaMKIIα, is degraded by the proteasome in an
NMDA- and activity-dependent manner (Banerjee et al., 2009).
Other studies have investigated the effect of proteasome inhi-
bition on LTP. These studies failed to discern differential roles of
the proteasome in LTP because one investigation used MG-132
(Karpova et al., 2006) which is not a highly speciﬁc proteasome
inhibitor (Chain et al., 1999; Tang and Leppla, 1999) and the
other utilized proteasome inhibitors lactacystin and epoxomicin at
nanomolar concentration (Fonseca et al., 2006) which is substan-
tially lower than the effective concentration (micromolar) essential
to block proteasome activity.
FUTURE DIRECTIONS
The evidence accumulated over the past decade has further sup-
ported the importance of local protein degradation in synaptic
plasticity during brain development as well as in the adult brain.
What has been lacking is research on the possible mechanisms by
which local proteolysis is regulated in neurons. Looking ahead,
we can expect to see exciting new discoveries on the local roles of
protein degradation in the normal nervous system as well as in
many neurodegenerative diseases.
ACKNOWLEDGMENT
The research in the laboratory of Ashok N. Hegde is supported by
grants fromNational Institutes of Health (NS066583; AG040975).
REFERENCES
Abrams, T. W. (2012). Studies on Aplysia neurons suggest treatments for chronic
human disorders. Curr. Biol. 22, R705–R711. doi: 10.1016/j.cub.2012.08.011
Anderson, C., Crimmins, S., Wilson, J. A., Korbel, G. A., Ploegh, H. L., and Wilson,
S. M. (2005). Loss of Usp14 results in reduced levels of ubiquitin in ataxia mice.
J. Neurochem. 95, 724–731. doi: 10.1111/j.1471-4159.2005.03409.x
Banerjee, S.,Neveu, P., andKosik,K. S. (2009). A coordinated local translational con-
trol point at the synapse involving relief from silencing andMOV10 degradation.
Neuron 64, 871–884. doi: 10.1016/j.neuron.2009.11.023
Barco, A., Patterson, S., Alarcon, J. M., Gromova, P., Mata-Roig, M., Morozov, A.,
et al. (2005). Gene expression proﬁling of facilitated L-LTP in VP16-CREB mice
reveals that BDNF is critical for the maintenance of LTP and its synaptic capture.
Neuron 48, 123–137. doi: 10.1016/j.neuron.2005.09.005
Belvin,M. P., andYin, J. C. (1997).Drosophila learning andmemory: recent progress
and new approaches. Bioessays 19, 1083–1089. doi: 10.1002/bies.950191207
Bingol, B., and Schuman, E. M. (2006). Activity-dependent dynamics and
sequestration of proteasomes in dendritic spines. Nature 441, 1144–1148. doi:
10.1038/nature04769
Bingol, B., Wang, C. F., Arnott, D., Cheng, D., Peng, J., and Sheng, M. (2010).
Autophosphorylated CaMKIIalpha acts as a scaffold to recruit proteasomes to
dendritic spines. Cell 140, 567–578. doi: 10.1016/j.cell.2010.01.024
Chain, D. G., Casadio, A., Schacher, S., Hegde, A. N., Valbrun, M., Yamamoto,
N., et al. (1999). Mechanisms for generating the autonomous cAMP-dependent
protein kinase required for long-term facilitation in Aplysia. Neuron 22, 147–156.
doi: 10.1016/S0896-6273(00)80686-8
Chen, P. C., Qin, L. N., Li, X. M., Walters, B. J., Wilson, J. A., Mei, L., et al. (2009).
The proteasome-associated deubiquitinating enzyme Usp14 is essential for the
maintenance of synaptic ubiquitin levels and the development of neuromuscular
junctions. J. Neurosci. 29, 10909–10919. doi: 10.1523/JNEUROSCI.2635-09.2009
Collins, C. A., Wairkar, Y. P., Johnson, S. L., and DiAntonio, A. (2006). Highwire
restrains synaptic growth by attenuating a MAP kinase signal. Neuron 51, 57–69.
doi: 10.1016/j.neuron.2006.05.026
Crimmins, S., Jin, Y., Wheeler, C., Huffman, A. K., Chapman, C., Dobrunz,
L. E., et al. (2006). Transgenic rescue of ataxia mice with neuronal-speciﬁc
expression of ubiquitin-speciﬁc protease 14. J. Neurosci. 26, 11423–11431. doi:
10.1523/JNEUROSCI.3600-06.2006
DiAntonio, A., Haghighi, A. P., Portman, S. L., Lee, J. D., Amaranto, A. M., and
Goodman,C. S. (2001). Ubiquitination-dependentmechanisms regulate synaptic
growth and function. Nature 412, 449–452. doi: 10.1038/35086595
Ding, M., Chao, D., Wang, G., and Shen, K. (2007). Spatial regulation of an E3
ubiquitin ligase directs selective synapse elimination. Science 317, 947–951. doi:
10.1126/science.1145727
Djakovic, S. N., Schwarz, L. A., Barylko, B., DeMartino, G. N., and
Patrick, G. N. (2009). Regulation of the proteasome by neuronal activ-
ity and calcium/calmodulin-dependent protein kinase II. J. Biol. Chem. 284,
26655–26665. doi: 10.1074/jbc.M109.021956
Dong, C., Bach, S.V., Haynes, K. A., andHegde,A. N. (2014). Proteasomemodulates
positive and negative translational regulators in long-term synaptic plasticity.
J. Neurosci. 34, 3171–3182. doi: 10.1523/JNEUROSCI.3291-13.2014
Dong,C.,Upadhya, S.C.,Ding, L., Smith,T.K., andHegde,A.N. (2008). Proteasome
inhibition enhances the induction and impairs the maintenance of late-phase
long-term potentiation. Learn. Mem. 15, 335–347. doi: 10.1101/lm.984508
Fenteany, G., Standaert, R. F., Reichard, G. A., Corey, E. J., and Schreiber, S. L.
(1994). A beta-lactone related to lactacystin induces neurite outgrowth in a
neuroblastoma cell line and inhibits cell cycle progression in an osteosarcoma
cell line. Proc. Natl. Acad. Sci. U.S.A. 91, 3358–3362. doi: 10.1073/pnas.91.
8.3358
Fioravante,D., andByrne, J. H. (2011). Protein degradation andmemory formation.
Brain Res. Bull. 85, 14–20. doi: 10.1016/j.brainresbull.2010.11.002
Fonseca, R., Vabulas, R. M., Hartl, F. U., Bonhoeffer, T., and Nagerl, U. V. (2006). A
balance of protein synthesis and proteasome-dependent degradation determines
the maintenance of LTP. Neuron 52, 239–245. doi: 10.1016/j.neuron.2006.08.015
Fulga, T. A., and Van, V. D. (2008). Synapses and growth cones on two
sides of a highwire. Neuron 57, 339–344. doi: 10.1016/j.neuron.2008.
01.016
Gingras, A. C., Raught, B., and Sonenberg, N. (2001). Regulation of translation
initiation by FRAP/mTOR. Genes Dev. 15, 807–826. doi: 10.1101/gad.887201
Glickman,M.H., andCiechanover,A. (2002). Theubiquitin-proteasomeproteolytic
pathway: destruction for the sake of construction. Physiol. Rev. 82, 373–428.
Hamilton, A. M., Oh,W. C., Vega-Ramirez, H., Stein, I. S., Hell, J. W., Patrick, G. N.,
et al. (2012). Activity-dependent growth of new dendritic spines is regulated by
the proteasome. Neuron 74, 1023–1030. doi: 10.1016/j.neuron.2012.04.031
Hegde, A. N. (2004). Ubiquitin-proteasome-mediated local protein degradation
and synaptic plasticity. Prog. Neurobiol. 73, 311–357. doi: 10.1016/j.pneurobio.
2004.05.005
Hegde, A. N. (2010). The ubiquitin-proteasome pathway and synaptic plasticity.
Learn. Mem. 17, 314–327. doi: 10.1101/lm.1504010
Hegde, A. N., and Upadhya, S. C. (2007). The ubiquitin-proteasome pathway in
health and disease of the nervous system. Trends Neurosci. 30, 587–595. doi:
10.1016/j.tins.2007.08.005
Hernandez, P. J., and Abel, T. (2008). The role of protein synthesis in memory
consolidation: progress amid decades of debate. Neurobiol. Learn. Mem. 89,
293–311. doi: 10.1016/j.nlm.2007.09.010
Hou, L., Antion, M. D., Hu, D., Spencer, C. M., Paylor, R., and Klann, E. (2006).
Dynamic translational and proteasomal regulation of fragile Xmental retardation
protein controls mGluR-dependent long-term depression. Neuron 51, 441–454.
doi: 10.1016/j.neuron.2006.07.005
Ichimura, T., Taoka, M., Shoji, I., Kato, H., Sato, T., Hatakeyama, S., et al. (2013).
14-3-3 proteins sequester a pool of soluble TRIM32 ubiquitin ligase to repress
Frontiers in Molecular Neuroscience www.frontiersin.org December 2014 | Volume 7 | Article 96 | 5
Hegde et al. Proteolysis and plasticity
autoubiquitylation and cytoplasmic body formation. J. Cell Sci. 126, 2014–2026.
doi: 10.1242/jcs.122069
Jarome,T. J., andHelmstetter, F. J. (2013). Theubiquitin-proteasome systemas a crit-
ical regulator of synaptic plasticity and long-termmemory formation. Neurobiol.
Learn. Mem. 105, 107–116. doi: 10.1016/j.nlm.2013.03.009
Kandel, E. R., and Schwartz, J. H. (1982). Molecular biology of learning: mod-
ulation of transmitter release. Science 218, 433–443. doi: 10.1126/science.
6289442
Karpova, A., Mikhaylova, M., Thomas, U., Knopfel, T., and Behnisch, T.
(2006). Involvement of protein synthesis and degradation in long-term poten-
tiation of Schaffer collateral CA1 synapses. J. Neurosci. 26, 4949–4955. doi:
10.1523/JNEUROSCI.4573-05.2006
Katche, C., Cammarota, M., and Medina, J. H. (2013). Molecular signatures and
mechanisms of long-lastingmemory consolidation and storage.Neurobiol. Learn.
Mem. 106, 40–47. doi: 10.1016/j.nlm.2013.06.018
Kim, A. H., Puram, S. V., Bilimoria, P. M., Ikeuchi, Y., Keough, S., Wong, M.,
et al. (2009). A centrosomal Cdc20-APC pathway controls dendrite morpho-
genesis in postmitotic neurons. Cell 136, 322–336. doi: 10.1016/j.cell.2008.
11.050
Kuo, C. T., Jan, L. Y., and Jan, Y. N. (2005). Dendrite-speciﬁc remodeling
of Drosophila sensory neurons requires matrix metalloproteases, ubiquitin-
proteasome, and ecdysone signaling. Proc. Natl. Acad. Sci. U.S.A. 102,
15230–15235. doi: 10.1073/pnas.0507393102
Kuo,C.T., Zhu, S.,Younger, S., Jan, L.Y., and Jan,Y.N. (2006). Identiﬁcationof E2/E3
ubiquitinating enzymes and caspase activity regulatingDrosophila sensoryneuron
dendrite pruning. Neuron 51, 283–290. doi: 10.1016/j.neuron.2006.07.014
Lewcock, J. W., Genoud, N., Lettieri, K., and Pfaff, S. L. (2007). The ubiquitin ligase
Phr1 regulates axon outgrowth through modulation of microtubule dynamics.
Neuron 56, 604–620. doi: 10.1016/j.neuron.2007.09.009
Liao, E. H., Hung, W., Abrams, B., and Zhen, M. (2004). An SCF-like ubiquitin
ligase complex that controls presynaptic differentiation. Nature 430, 345–350.
doi: 10.1038/nature02647
Lin, M. Y., Lin, Y. M., Kao, T. C., Chuang, H. H., and Chen, R. H. (2011). PDZ-
RhoGEF ubiquitination by Cullin3-KLHL20 controls neurotrophin-induced
neurite outgrowth. J. Cell Biol. 193, 985–994. doi: 10.1083/jcb.201103015
Lyapina, S., Cope, G., Shevchenko, A., Serino, G., Tsuge, T., Zhou, C., et al. (2001).
Promotion of NEDD-CUL1 conjugate cleavage by COP9 signalosome. Science
292, 1382–1385. doi: 10.1126/science.1059780
Mayford, M. (2007). Protein kinase signaling in synaptic plasticity and memory.
Curr. Opin. Neurobiol. 17, 313–317. doi: 10.1016/j.conb.2007.05.001
Nakata, K., Abrams, B., Grill, B., Goncharov, A., Huang, X., Chisholm, A. D., et al.
(2005). Regulation of a DLK-1 and p38 MAP kinase pathway by the ubiquitin
ligase RPM-1 is required for presynaptic development. Cell 120, 407–420. doi:
10.1016/j.cell.2004.12.017
Nguyen, P. V., Abel, T., and Kandel, E. R. (1994). Requirement of a critical period
of transcription for induction of a late phase of LTP. Science 265, 1104–1107. doi:
10.1126/science.8066450
Osaka, F., Saeki, M., Katayama, S., Aida, N., Toh, E., Kominami, K., et al. (2000).
Covalent modiﬁer NEDD8 is essential for SCF ubiquitin-ligase in ﬁssion yeast.
EMBO J. 19, 3475–3484. doi: 10.1093/emboj/19.13.3475
Segref, A., andHoppe, T. (2009). Think locally: control of ubiquitin-dependent pro-
tein degradation in neurons. EMBORep. 10, 44–50. doi: 10.1038/embor.2008.229
Shen, H., Korutla, L., Champtiaux, N., Toda, S., LaLumiere, R., Vallone, J.,
et al. (2007). NAC1 regulates the recruitment of the proteasome complex into
dendritic spines. J. Neurosci. 27, 8903–8913. doi: 10.1523/JNEUROSCI.1571-
07.2007
Sossin, W. S. (2008). Deﬁning memories by their distinct molecular traces. Trends
Neurosci. 31, 170–175. doi: 10.1016/j.tins.2008.01.001
Tang, G., and Leppla, S. H. (1999). Proteasome activity is required for anthrax lethal
toxin to kill macrophages. Infect. Immun. 67, 3055–3060.
Tsai, N. P., Wilkerson, J. R., Guo,W., Maksimova, M. A., DeMartino, G. N., Cowan,
C. W., et al. (2012). Multiple autism-linked genes mediate synapse elimination
via proteasomal degradation of a synaptic scaffold PSD-95. Cell 151, 1581–1594.
doi: 10.1016/j.cell.2012.11.040
Upadhya, S. C., Ding, L., Smith, T. K., and Hegde, A. N. (2006). Differential regula-
tion of proteasome activity in the nucleus and the synaptic terminals. Neurochem.
Int. 48, 296–305. doi: 10.1016/j.neuint.2005.11.003
Upadhya, S. C., Smith, T. K., and Hegde, A. N. (2004). Ubiquitin-proteasome-
mediatedCREB repressor degradation during induction of long-term facilitation.
J. Neurochem. 91, 210–219. doi: 10.1111/j.1471-4159.2004.02707.x
Walters, E. T., and Moroz, L. L. (2009). Molluscan memory of injury: evolutionary
insights into chronic pain and neurological disorders. Brain Behav. Evol. 74,
206–218. doi: 10.1159/000258667
Wan,H. I., DiAntonio, A., Fetter, R. D., Bergstrom, K., Strauss, R., and Goodman, C.
S. (2000). Highwire regulates synaptic growth inDrosophila. Neuron 26, 313–329.
doi: 10.1016/S0896-6273(00)81166-6
Wilson, S. M., Bhattacharyya, B., Rachel, R. A., Coppola, V., Tessarollo, L., House-
holder, D. B., et al. (2002). Synaptic defects in ataxia mice result from a mutation
in Usp14, encoding a ubiquitin-speciﬁc protease. Nat. Genet. 32, 420–425. doi:
10.1038/ng1006
Zhao, Y., Hegde, A. N., and Martin, K. C. (2003). The ubiquitin proteasome system
functions as an inhibitory constraint on synaptic strengthening. Curr. Biol. 13,
887–898. doi: 10.1016/S0960-9822(03)00332-4
Conflict of Interest Statement:The authors declare that the researchwas conducted
in the absence of any commercial or ﬁnancial relationships that could be construed
as a potential conﬂict of interest.
Received: 25 September 2014; accepted: 14 November 2014; published online: 01
December 2014.
Citation: Hegde AN, Haynes KA, Bach SV and Beckelman BC (2014) Local ubiquitin-
proteasome-mediated proteolysis and long-term synaptic plasticity. Front. Mol.
Neurosci. 7:96. doi: 10.3389/fnmol.2014.00096
This article was submitted to the journal Frontiers in Molecular Neuroscience.
Copyright © 2014 Hegde, Haynes, Bach and Beckelman. This is an open-access article
distributed under the terms of the Creative Commons Attribution License (CC BY).
The use, distribution or reproduction in other forums is permitted, provided the original
author(s) or licensor are credited and that the original publication in this journal is cited,
in accordance with accepted academic practice. No use, distribution or reproduction is
permitted which does not comply with these terms.
Frontiers in Molecular Neuroscience www.frontiersin.org December 2014 | Volume 7 | Article 96 | 6
